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SUSTIVA®

(efavirenz) capsules and tablets

DESCRIPTION
SUSTIVA® (efavirenz) is @ human immunodeficiency virus type 1 (HIV-1) specific, non-nucleoside, reverse tran-
scriptase ihibitor (NNRT1)

Capsules. SUSTIVA is available as capsules for oral administration contaiming esther 50 mg, 100 mg, or
200 mg of efavirenz and the following inactive ingredients lactose monohydrate, magnesium stearate, sodium
lauryl sulfate, and sodium starch glycolate The capsule shell contains the following inactive ingredients and dyes
gelatin, sodium laury! suliate, tlamum dioxide, and/or yellow iron oxide The capsule shells may also contain sili-
con dioxide The capsules are printed with ink containing carmine 40 blue, FD&C Blue No 2, and titanium dioxide

Tablets: SUSTIVA is available as film-coated tablets for oral administration containing 600 mg of efavirenz
and the following inactive ingredients croscarmeliose sodium, hydroxypropyl cellufose, lactose monohydrate,
magnesium stearate, microcrystalline cellulose, and sodium laury! sulfate. The film coating contains Opadry”
Yellow and Opadry® Clear The tablets are polished with carnauba wax and printed with purple ink, Opacode® WB

Efavirenz 1s chemically described as (S)-6-chioro-4-(cyclopropylethynyl)-1,4-dihydro-4-(tnfluoromethyl)-
2H-3,1-benzoxazin-2-one

its empincal formula 1s C14HgCIF3NO2 and its structurat formula 1s.
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Efavirenz 1s a white to shghtly pink crystaline powder with a molecular mass of 315 68. It 1s practically
insoluble in water (<10 pg/mL)

MICROBIOLOGY
Mechanism of Action

Efavirenz has been shown to induce P450 enzymes, resulting in the induction of its own metabolism
Multiple doses of 200-400 mg per day for 10 days resulted i a lower than predicted extent of accumulation
{22-42% lower) and a shorter terminal half-life of 40-55 hours (single dose half-ife 52-76 hours)

Elimination: Efavirenz has a termunal hall-ife of 52-76 hours after single doses and 40-55 hours after mul-
tiple doses A one-month mass balance/excretion study was conducted using 400 mg per day with a “C-labeled
dose i ed on Day 8. App ly 14-34% of the radiolabel was recovered :n the urine and 16-61%
was recovered In the feces Nearly all of the unnary excration of the radiolabeled drug was in the form of metabo-
lites Efavirenz accounted for the majonity of the total radicactity measured in feces

Special Populations

Hepatic Impah The phar of efavirenz have not been adequately studied in patients with
hepatic impairment (see PRECAUTIONS: General)
Renal imp The phar of efavirenz have not been studied in patients with renal insufh-

ciency, however, less than 1% of efavirenz is excreted unchanged in the urine, so the impact of renal impairment
on efavirenz elimination should be mimmal

Gender and Race: The pharmacokinetics of efavirenz n patients appear to be similar between men and
women and among the racial groups studied

Geriatric: see PRECAUTIONS: Geriatric Use

Pediatrics: see PRECAUTIONS: Pediatric Use

Drug Inleractions (see aiso CONTRAINDICATIONS and PRECAUTIONS: Drug Interactions) Efavirenz has been
shown i vive to cause hepatic enzyme induction, thus increasing the biotransformation of some drugs metabo-
hized by CYP3A4 In witro studies have shown that efavirenz inhibited P450 1sozymes 2C9, 2G19, and 3A4 with K,
values (8 5-17 M) in the range of observed efawirenz plasma concentrations In i vitro studes, efavirenz did not
inhibit CYP2E1 and inhibited CYP2D6 and CYP1A2 {K, values 82-160 pM) only at concentrations well above those
achieved clinically The effects on CYP3A4 actwity are expected to be simtar between 200-mg, 400-mg, and
600-mg doses of efavirenz Coadministration of ef with drugs p ly d by 2C9, 2C19, and 3A4
1s0zymes may result in altered plasma concentrations of the coadministered drug Drugs which induce CYP3A4
activity would be expected to increase the clearance of efavirenz resuiting in lowered plasma concentrations

Drug interaction studies were performed with efavirenz and other drugs likely to be coadministered or drugs
commonly used as probes for pharmacokinetic interaction The effects of coadministration of efavirenz on tre
AUC and Ca, are summarized in Table 1 (effect of efavirenz on other drugs) and Table 2 (effect of other drugs
on efavirenz}. For mformation regarding clinical recommendations see PRECAUTIONS: Drug Interactions

Table 1: Effect of Efavirenz on Coadministered Drug Plasma G, and AUC

Coaduministerad Drug

Efavirenz (EFV) 15 a non- reverse transcnp inhibitor (NNRTI) of human immunodeficiency {% change}
virus type 1 (HIV-1) EFV activity i1s mediated pred ity p inhubition of HIV-1 reverse tran- " R T S
scriptase (RT) HIV-2 RT and human cellular DNA potymerases @, f, v, and d are not nhibited by EFV g?:,',"""'"""’“ Dose Hf)‘:;:m N:m:;l:f (me:n?ﬁ/. Ci)) (meanA[gg% (4}
Antiviral Activity fn Vitro Atazanavir 400 mg qd with & 600 mg qd 27 } (59%) | (74%)
The concentration of EFV inhibiting s vitro repl of wild-type laboratory adapted strans and chnical i1so- light meal d 1-20 with a hght [49-67%] [68-78%)
lates by 90-95% (ICuo-95) ranged from 17 to 25 nM in lymphoblastaid cell lines, penipheral bload mononuclear meal d 7-20 " y
cells (PBMCs), and macrophage/monocyte cultures EFV demonstrated antviral activity against most non-clade 4{%0 ’“39080 d 1*‘;" 5g°h‘"g o 13 117(14 /gg% 12(%34')‘
B isolates (subtypes A, AE. AG, C, D, F, G, J, N, but had reduced antiviral activity against group O viruses EFV %”7_20 ﬂ.?n“ atazan:w?[an ’ [} 17-1 58%) {2-88%]
demonstrated additive antiviral activity without cytotoxicity against HIV-1 in celt culture when combmed with the ritonavir 100 mg rilonavir
NNRTIs delavirdine (DLV) and nevirapine (NVP}, NRTis (abacawir, "‘ 2 dine [LAM], . qd and a hight meal 4720
stavudine, tenofovir, zalcitabine, 'zwovudme {ZDV)), Pis (amp ,ind [IDV],' pinavir, 1k monay|r Indmaw 1000 mg 800 mg 2
saquinavir), and the fusion ifubitor enfuvirtide EFV d d addttive to antag antvirat actvity 0 vitro q8h x 10 days x 10 days
with atazanavir EFV was not antagoristic with adefowvir, used for the treatment of hepatitis B wirus infection, or After morming dose b § {33%)
ribavirin, used n combination with interferon tor the treatment of hepatitis C virus infection I25-39%l
After afternoon dose asb | {37%)
Resistance [ze-As%l
In vilro: HIV-1 1solates with reduced suscephibiity to EFV (>380-fold increase in ICgp value) emerged rapidly After evening dose | (29%) 1 ;46%)
under m vitro selection Genotypic charactenization of these viruses identified mutations resulting in single [11-43%] [37-54%
aming acid substitutions L1001 or V179D, double substitutions L100I/V108l. and triple subshtutions Lopinawr/ 400/100 mg 600 mg 11,7 «d g :)
L100I/V179D/ Y181C i RT rionavir qi2hxSdays X 8 days . R € X2 )]
Clinical studies: Chmcal isolates with reduced susceplibifity 1 vitro to EFV have been obtamed One or more Nelfinawr 8&507mn? 590 10 1 0%13‘4;) ! (20:/&
RT substitutions at amino acid positions 98, 100, 101, 103, 106, 108, 188, 190, 225, and 227 were observed in Metabolte 48 X7 days X7 days [ (40%“)] EB(:;’;,,,:
patients failing treatment with EFV in combination with 1DV, or with ZDV plus LAM The mutation K103N was the AG-1402 [30_43%] [25-48%)
most frequently observed Long-term resistance surveillance {average 52 weeks, range 4-106 weeks) analyzed Ritonavr 00 600 mg 1
28 matching baseline and wirologic failure tsolates Sixty-one percent (17/28) of these faiiure isolates had 120 x 8 days 10 days
decreased EFV susceptibility i vitro with a median 88-fold change in EFV susceptibility (ICsg value) from refer- After AM dose 1 (24%) 1 (18%
ence The most frequent NNRT! mutation to davelop In these patient isclates was K103N (54%) Other NNRTI [12-38%] [6—33%{
mutatons that developed included L1001 {7%), K10O1E/Q/R (14%), V108 {11%), G190S/T/A (7%), P225H After PM dose - -
(18%), and M230IAL (11%) Saguinavi 1200 mg 600 mg 12 3 (50%) | (62%)
. SGCe q8h x 10 days x 10 days [28-66%) [45-74%]
Cross-Resistance Tamveane " 5ome o0 5 S -
Cross-reststance among NNRTIs has been observed Clinical 1solates previously characlenzed as EFV-resistant Amvuding 10 quda . bt g;g s * -
were also phenotypically resistant i witro to DLV and NVP compared to baseiine DLV- and/or NVP-1esistant - e Y y e
chnical viral rsolates with NNRTS b (AG8G, L1001, KIOTE/P, K103N/S, V1A, | Zdowudie o o mg. 9 - -
V181X, V188X, G190X, P225H. F227L. or M230L) showed reduced susceptbityto EFV inviro Greaterthan 90% |- g 20 A W m; ” T
. . o -
of NRTI-resistant chnical 1solates tested w vitro retained susceptibility to EFV T sngedose  x7days B 42%{
GLINICAL PHARMACOLOGY | Claritwomycm 50 ng 400 mg 1 L) g (@9%)
Pharmacokinetics 12hx 7 days x 7 days [15-35%] [30-46%]
Absorption: Peak efavirenz plasma concentranons of 1 6 -9 1 uM were attaned by 5 hours following single 14.0tHboht gz(gfz) '{8(35‘3:’;)
oral doses of 100 mg to 1600 mg dto s Dose-related increases in Crg;and ADC | . MEANME [— [ ] - [18:53%)
were seen for doses up to 1600 mg, the ncreases were less than proportional suggesting diminished absorp- Fluconazole ngodgygs :godg‘y% 10 - -
tion at tugher doses e ; -
in HiV-infected patients at steady state, mean Cpa,, mean Cyp, and mean AUC were dose propomonal Riabitin qdi%"ﬁ%ys Xst dmaes 9 {%5(_%25;21 lgs{j%‘{;v)l
following 200-mg, 400-mg. and 600-mg daily doses. Time-to-peak plasma Cetirime BT 800 mg T i 1 25%) =
3-5 hours and steady-state plasma concentrations were reached in 6-10 days In 35 panents recewmg SUSTIVA single dgse x 10 days [18-30";« ]
600 mg once dally, steady-state Cpax wWas 129+ 37 pM (mean + SD), steady-state G was 5 6 £ 32 uM, and T 50 20 m e
AUC was 184 « 73 yMeh Iy o 0 mg - A
estradiol  sngledose xWdys 0000 I
Elfect of Food on Oral Absorption: Lorazepam 2mg 600 mg 12 f (16 4.) )
Capsules—Administration of a single 600-mg dose of efavirenz capsules with a high-fat/high-calonic meal | __ singledose x 10 days [2-32%] (1“4%1
(894 kcal, 54 g fat, 54% calories from fat) or a reduced-fat/normal-caloric meal (440 keal, 2 g fat, 4% calories Methadane Stable 600 mg x 11 § (45%) 1 {52%)
1rom fat) was associated with a mean increase of 22% and 17% in efavirenz AUC, and a mean increase of 39% maintenance 14-2% days 125-5%%) [33-66%}
and 51% in efavirenz Cuay, respectively, relative 1o the exposures achieved when given under fasted condit .. 35100 mg dally e [,
{See DOSAGE AND ADMINISTRATION and PRECAUTIONS: Infarmation for Patlents ) Paroxetine 20 mg qd x 14 days 600 mg 16 “r -
Tabiets—Administration of a single 600-mg sfavirenz tablet with a high-fat/hugh-calonc meal (approximately T x 14 days B
1000 kcal, 500-600 kcal from fat) was associated with a 28% increase 1n mean AUC,. of efavirenz and a 79% Sertraline 50mg qd x 14 days 600 mg 13 L (29%) 4 (39%)
Increase In mean C,,. Of efavirenz relative to the exposures achieved under fasted conditons (See DOSAGE AND e X14days . [15-40%] [27:50%]
ADMINISTRATION and PRECAUTIONS: Information for Patients } Voriconazole m &l noztggir\nx 430 uTg | (61%) 47y
Distribution. Efavirenz is tughly bound {approximately 99.5-83.75%) to human plasma proteins, predomi- B0 ?1112!?; ) daysq x30ays

nantly albumin in HIV-1 infected patients (n=9) who received SUSTIVA (efavirenz) 200 to 600 mg once daily for
al least one month, cerebrospinal fluid concentrations ranged from 0 26 to 1 13% (mean 0.69%) of the corre-
sponding piasma concentration, This proportion is approximately 3-fold higher than the non-protein-bound
{free) fraction of efavirenz in plasma

Metabolism- Studies in humans and m vitro studies using human liver microsomes have demonstrated that
efavirenz i1s principally metabolized by the cytochrome P450 system to hydroxylated metabolites with sub
glucuronidation of these hydroxylated bol These lites are y tnactive against HIV-1 The
n vitro studies suggest that CYP3A4 and CYP2B6 are the major 1sozymes 1 ble for efavirenz |

1 Indicates increase |} Indicates decrease

a Compared with atazanavir 400 mg qd alone

b Comparator dose of indinavir was 800 mg g8h x 10 days Mean decreases in the Cp,, of Indinavir ranged
from 39 to 57%

© Parailel-group design, n for efavirenz + lopinavir/ntonavir, n for lopinavir/ritonavir alone
4G Of lopinavir was significantly decreased by 39% The pharmacokingtics of nitonavir 100 mg q12h are
unaffected by concurrent efavirenz

¢ Soft Gelatin Capsule

190% Ci not available

«» Indicates no change




Upon entry into the study, all patients were assigned a new open-label NRTI regimen, which was dependent on their

b Soft Gelatin Capsule
< 90% CI not avadable

INDICATIONS AND USAGE
SUSTIVA {efavirenz) in combination with other antiretroviral agents s indicated for the treatment of HiV-1
infection This indication ts based on two clinical trials of at least one year duration that demonstrated protonged
suppression of HIV RNA
Description of Studies

Study 008, a randomized, open-iabel tral, compared SUSTIVA (600 mg once daily) + zidovudine (ZDV,
300 mg q12h) + lamivudine (LAM, 150 mg q12h) or SUSTIVA (600 mg once datly) + indinavir (IDV, 1000 mg
q8h) with incinavir (800 mg q8h) + zidovudine (300 mg g12h) + lamivudine (150 mg q12h) Twelve hundred
sixty-six patients (mean age 36 5 years [range 18-81}, 60% Caucasian, 83% male) wers enrolled All patients
were efavirenz-, lamivudine-, NNRTI-, and Pi-naive at study entry. The median baseline CD4+ cell count was
320 cells/mm® and the median baseline HIV-1 RNA level was 4 8 logy, copies/mL. Treatment outcomes with
standard assay (assay limit 400 copies/mL) through 48 and 168 weeks are shown in Table 3. Plasma HIV RNA
levels were quantified with standard (assay limit 400 copies/mL) and ultrasensitive {assay imit 50 copies/mL)
versions of the AMPLICOR HIV-1 MONITOR® assay During the study, version 15 of the assay was introduced
i Europe to enhance detection of non-clade B virus

Table 3: Out of Randomized Treatment Through 48 and 168 Wesks, Study 006
SUSTIVA + ZDV + LAM SUSTIVA + IDY IDV + 2DV + LAM
e o n=429 n=415
Week  Week Week  Week Week Week
0 48 168 48 168 48 168
Responder? 69%  48% 57% 40% 50% 29%
Virologic failure? 6% 12% 15% 20% 13%  19%
Discontinued for adverse
events 7% % 6% 8% 16%  20%
Discontinued for other
reasons® 17%  31% 22% 32% 2% 32%
CD4+ cell count {cells/mm?)
Observed subjects (n) ~ (279)  (205) (256) (158} (228) (129)
Mean change from
baseltng 190 32 191 319 180 328

? Patients achieved and maintained confirmed HIV-1 RNA <400 copies/mL through Week 48 or Week 168

b Includes patients who rebounded, pattents who were on study at Week 48 and failed to achieve confirmed HIV-1 RNA
<400 cop at ime of di and patients who discontinued due to lack of efficacy

¢ Includes consent withdrawn, fost to follow-up, noncompliance, never treated, missing data, protacol violation, death,
and other reasons Patients with HIV-1 RNA levels <400 copies/mL who chose niot to continue in the voluntary exten-
sion phases of the study were censored at date of last dose of study medication

For patients treated with SUSTIVA + zidovuding + farmvudine, SUSTIVA + indinavir, or indinavir + zidovudine +
lamivuding, the percentage of responders with HIV-1 RNA <50 copies/mL. was 65%, 50%, and 45%, respectively,
through 48 weeks, and 43%. 31%, and 23%, respectively, through 168 weeks A Kaplan-Merer analysis of time
to loss of irologic respanse (HIV RNA <400 copies/mL) suggests that both the trends of virologic response and
differences in response continue through 4 years

ACTG 364 1s a randomized, double-blind, placebo-controlled, 48-week study n NRTl-expenenced patients who
had completed two prior ACTG studies One hundred ninety-six patients (mean age 41 years [range 18-76),
74% Caucasian, 88% male) received NRTIs in combination with SUSTIVA (efavirenz) (600 mg once daily), or
nelfinavir (NFV, 750 mg TID), or SUSTIVA (600 mg once darly) + nelfinavir in a randomized, double-blinded manner
The mean baseline CD4+ cell count was 389 celis/mm’ and mean baseline HIV-1 RNA level was 8130 copies/mL

Table 2: Effect of Coadmini d Drug on Efavirenz Plasma Cy,,, and AUC
Havienz previous NRTI ¢ experience There was no significant difference in the mean CD4+ cell count among treat-
(% change ment groups, the overall mean increase was approximately 100 cells at 48 weeks among patients who continued
Coadmimisterad Elaviranz Numbst af Tt iU on study regimens Trealment outcomes are shown in Table 4 Plasma KIV RNA levels were quantified with the
Oomg Dose __Dose  Subjects (mean [30% CI))  (mean _(_9_0"@ ) | AMPLICOR HIV-1 MONITOR® assay using a lower fimit of quantification of 500 copres/mL.
Indinavr . ahﬂgol f‘"gays f?fd'gyvs " -~ - Table 4: O of Randomized T Through 48 Weeks, Study ACTG 364°
- B R el SUSTIVA+NFV+NRTIs SUSTIVA+NRTIs NFV+NRTis
Lopinavir/ 400100 mg 600 mg "z - § {16%) Outcome =65 n=65 n=66
ittonavir Q120 x 3 days X9 days i 381 15%) [ HIV-1 RNA <500 copiesimLs_ 71% 63% T %
Nelfinavie 8;?(07"3% . fgodgws 10 - -~ "HIV-1 RNA =500 coples/mLP e T T T T s T T e T
i 9 w0 mgy w0 myg S T — {-{23‘7) .- CDC Category C Event 2% 0% 0%
itonavir H b 5
41208 days x10 days [4-25%] [10-34%] Discontinuatons for % % 5%
Saguinavir 1200 mg 600 mg 13 4 (13%) 1 (12%) Discontinuations for 8% 0% 0%
| 86C°  a8hx10days  x10days [5-20%) [4-19%] other reasons® °
Anthromycin 600 mg 400 mg 14 - - * For some patients, Week 56 data were used to confirm the status at Week 48
single dose X7 days * Subjects achigved virologic response {two consecutive viral loads <500 coples/mi) and maintained it
Clarthromycin 500 mg 400 mg 12 (1%} - through Week 48
q12nx 7 days X7 days [3-19%) ® Includes viral rebound and failure to achieve confirmed <500 copies/mL by Week 48
P T T T T . " ¢ See ADVERSE REACTIONS for a safety profie of these regimens
luconazole 200 mg 400 mg - 1 (16%) ¢ Includes loss to follow-up, consent withdrawn, noncompliance
e xTdays x 7 days [6-26%)
Ritabutin 300 mg 600 mg 1 - - A Kaplan-Meter analysis of time to treatment failure through 72 weeks demonstrates a longer duration of viro-
qd x 14 days x 14 days logte suppression (HIV RNA <500 copies/mL) in the SUSTIVA-contaiming treatment arms
Rifampin 600 mg 600 mg 12 § (20%) 1 (26%) CONTRAINDICATIONS
. XTdays X7 days [11 -28%) (15-36%] SUSTIVA (efawirenz) 1s contraindicated in patients with clinically significant hypersensitivity o any of its components
Aununym 300l 402 mg 7 - - SUSTIVA should not be administered concurrently with astemizole cisapride, idazolam, triazolam, or ergot
“1"'"""‘[;”" iy, Sl Luse Sifigie a0se dervatives because competition for CYP3A4 by efavirenz could result in inhibition of metabolism of these druus
?Zgrgi.s&lé oom and create the potential for senous and/or life-threatening adverse events (eg, cardiac arhythmias, prolonged
plyus smethxconeGA‘O mg sedation, or respiratory depression) SUSTIVA should not be administered concurrently with vonconazole
g - B B B T e because SUSTIVA significantly decreases voniconazole plasma concentrations (see CLINICAL PHARMACOLOGY,
Cetinzing 10 mg 600 mg 11 - 4 (8%) Tables 1 and 2)
single dose x 10 days [4-11%] WARNINGS
Etnyl estradio e i 1 - - ALERT: Find out abiout medicines that should NOT be taken with SUSTIVA. This statement s also included on
Famotidine W “s0ms 17 - - - - the product’s bottle labels (See CONTRAINDICATIONS and PRECAUTIONS: Drug interactions )
3 single d%se single dt?se SUSTIVA (efavirenz) must not be used as a single agent to treal Hiv-1 mfectlon or added on as a sole agent
to a faling regimen As with all other non-nucleostde reverse ti virus emerges
Paroxetine 20 mg 600 mg 1@ - hid rapidly when efavirenz 1s administered as monotherapy The choice of new antiretroviral agents to be used in
| 4d x 14 days xldys . imie e = . -] combination with efavirenz should take into consideration the potential for wiral cross-resistance
Sertraline 50mg 600 mg 13 1 1:/“) - Psychiatric Symptoms: Serious psychiatric adverse experiences have been reported i patients treated with
qd x 14 days x 14 days [6-16%] SUSTIVA in controlled trials of 1008 patients treated with regimens containing SUSTIVA for a mean of 2 1 years
Voriconazole 400 mg poqiZh x 400 mg - 1 (38%)¢ 1 {44%) and 635 patients treated with control regimens for a mean of 15 years, the frequency of specific serious psy-
1 day then 200 mg x 9 days chiatric events among patients who received SUSTIVA or controf regimens, respectively, were severe depres-
po q12h x § days si0n (2 4%, 0 9%), suicidal ideation (0 7%, 0 3%), nonfatal suicide attempts (0 5%, 0), aggressive behavior
1 Indicates increase | indicates decrease  ~» Indicates no change {0 4%, 0 5%), paranoid reactions (0 4%, 0 3%), and mamic reactions (0 2%, 0 3%) When psychiatric symp-
a Parallel-group design, n for efavirenz + lop Intonavir, n for ef alone toms similar to those noted above were combined and evaluated as a group n a muttifactorial analysts of data

from Study 006, treatment with efavirenz was associated with an increase in the occurrence of these selected
psychiatric symptoms Other factors associated with an increase i the occurrence of these psychiatnc symp-
toms were history of injection drug use, psychiatne history, and receipt of psychiatnic medication at study entry,
similar associations were observed in both the SUSTIVA and control treatment groups In Study 006, onset of
new serious psychiatnc symptoms occurred throughout the study for both SUSTIVA-treated and control-treated
patients. One percent of SUSTIVA-treated patients discontinued or interrupted treatment because of one or more
of these selected psychiatric symptoms There have also been occasional postmarketing reports of death by
suicide, ions, and psychosis-like behavior, although a causal relationship to the use of SUSTIVA cannot be
determined from these reports Patients with senous psychiatnc adverse experiences should seek immediate
medical evaluation to assess the possibility that the symptoms may be related to the use of SUSTIVA, and if so,
to determine whether the risks of continued therapy outweigh the benefits (see ADVERSE REACTIONS)

Nervous System Symploms: Rity-three percent of patients receiving SUSTIVA in controlled trials reported
central nervous system symptoms compared to 25% of patients receiving control regimens These symptoms
included, but were not imited to. dizziness (28 1%), insomnia (16 3%), imparred concentration (8 3%), somno-
lence (7 0%), abnormal dreams (6 2%}, and hallucinations (1 2%) These symptoms were severe In 2 0% ¢!
patients, and 2 1% of patients discontinued therapy as a resuit These symptoms usually begin duning the first
or second day of therapy and generally resolve after the first 2-4 weeks of therapy After 4 weeks of therapy.
the prevalence of nervous system symptoms of at least moderate severity ranged from 5% to 9% In patients
treated with regimens contaiming SUSTIVA and from 3% to 5% in patients treated with a control regimen
Patients shouid be informad that these common symp were likely to imp with continued therapy and
were not predictive of subsequent onset of the iess frequent psychiatric symptoms (see WARNINGS: Psychiatric
Symptoms) Dosing at bedtime may improve the tolerabiity of these nervous system symptoms {see ADVERSE
REACTIONS and DOSAGE AND ADMINISTRATION)

Analysis of long-term data from Study 006 (median foltow-up 180 weeks, 102 weeks, and 76 weeks for patients
treated with SUSTIVA + 2idovudine + lamivuding, SUSTIVA + indinavir, and ndinavir + 2idovuding + lamvudine,
respectively) showed that, beyond 24 weeks of therapy, the incidences of new-onset nervous system symptoms
among SUSTIVA-ireated patients were generally similar to those in the indinavir-containing control arm.

Patients receiving SUSTIVA should be alerted to the potential for additive central nervous system effects
when SUSTIVA 1s used concomitantly with aicohol or psychoactive drugs

Patients who expenence central nervous system symptoms such as dizziness, impaired concentration,
and/or drowsiness should avoid potentially hazardous tasks such as driving or operating machinery

Drug Interactions: Concomitant use of SUSTIVA and St John's wort {Hypericum perforatum) or St John's
wort- 1S not rec ded Coadmir of non reverse franscriptase
inhibitors (NNRTIs) including SUSTIVA {efavirenz), with St John's wort is expected to substantially decrease
NNRT! concentrations and may result in suboptimal levels of efavirenz and lead to loss of virologic response and
possible resistance to efavirenz or to the class of NNRTIs

Reproduclive Risk Potential Pregnancy Calegory D Efavirenz may cause fetal harm when administered
duning the first tnmester to a pregnant woman Pregnancy should be avorded :n women receving SUSTIVA
Barrier contraception should always be used in b with other methods of cc (eg, oral
or other hormonal contraceptives) Women of childbeanng potenttal should undergo preg y testing before
ndtiation of SUSTIVA If this drug is used dunng the first trimester of pregnancy, or if the patient becomes preg-
nant while taking this drug, the patient should be apprised of the potential harm to the fetus

There are no adequate and well-controlled studies in pregnant women SUSTIVA shouid be used durng
pregnancy only if the potential benefit justifies the potential sk to the fetus, such as in pregnant women with
out other therapeutic options As of July 2004, the Antiretroviral Pregnancy Registry has received prospective
reports of 237 pr d to efavirenz g regimens, nearly all of which were first-tnmeste-
exposures (232 pregnancies) Birth defects occurred in 5 of 188 live births (first-tnmester exposure) and 0 of
13 hive trths (second/third-tnmester exposure) None of these prospectively reported defects were neural tube
defects However, there have been four retrospective reports of findings consistent with neural tube defects,
meluding meningomyelocele All mothers were exposed to efavirenz-containing regimens in the first trimester
Although a causal relationship of these events to the use of SUSTIVA has not been established. similar defects
have been observed in prechinical studies of efavirenz




Malformations have been observed i 3 cf 20 fetuses/infants from efavirenz-treated cy
(versus 0 of 20 concomitant controls) in a developmental toxicity study The pregnant monkeys were dosed
throughout pregnancy (postcortal days 20-150) with efavirenz 60 mg/kg daily, a dose which resulted in plasma

drug concentrations simiar to those i humans given 600 mg/day of SUSTIVA (efavirenz) Anencephaly and uni-

lateral anophthalmia were observed in one fetus, microophthalmia was observed in another fetus, and cleft
palate was observed (n a third fetus Efavirenz crosses the placenta in cynomolgus monkeys and produces fetal
blood concentrations similar to maternal blood concentrations Efavirenz has been shown to cross the placenta
i rats and rabbits and produces fetal bload concentrations of efavirenz similar to maternal concentrations An
Increase in fetal resorptions was observed in rats at efavirenz doses that produced peak plasma concentrations
and AUC values in female rats equivalent to or lower than those achieved n humans given 600 mg once daily ot
SUSTIVA Efavirenz produced no reproductive toxicities when given to pregnant rabbits at doses that produced
peak plasma concentrations similar to and AUC values approximately half of those achieved in humans given
600 mg once daily of SUSTIVA.

Antirglroviral Pregnancy Registry: To monitor fetal outcomes of pregnant women exposed to SUSTIVA, an
Antirgtroviral Pregnancy Regrstry has been estabiished Physicians are encouraged to register patients by
calling (800) 258-4263
PRECAUTIONS
General

Skin Rash: In controlled chinical trials, 26% (266/1008) of patients treated with 600 mg SUSTIVA experienced
new-onset skin rash compared with 17% (111/635) of patients treated in control groups Rash associated with
blistering, moist desquamation, or ulceration occurred n 0.9% (9/1008) of patients treated with
SUSTIVA The incidence of Grade 4 rash (eg, erythema multiforme, Stevens-Johnson syndrome) in patients
treated with SUSTIVA i alf studies and expanded access was 0 1% The median time to onset of rash i adults
was 11 days and the median duration, 16 days The discontinuation rate for rash i clinical trials was 1 7%
(17/1008) SUSTIVA should be dlscontmued in patients developing severe rash ted with bi g.

mucosal | , or fever Appropnate antihistamines and/or corticosteroids may improve
the tolerabmty and hasten the resolullon of rash

Rash was reported in 26 of 57 pediatric patients (46%) treated with SUSTIVA capsules One pediatric patient

p d Grade 3 rash {confl rash with fever), and two patients had Grade 4 rash (erythema muitiforme)
The median time to onset of rash in pediatric patients was 8 days Prophylaxis with appropriate antihistamines
prior to initiating therapy with SUSTIVA in pediatnic patients should be considered (see AOVERSE REACTIONS)

Liver Enzymes: In patients with known or suspected history of h B or C inf and i patients
treated with other medications associated with liver toxicity, monitoning of liver enzymes 1s recommended In
patients with persistent elevat of serum to greater than five imes the upper fimit of the
normal range, the benefit of continued therapy with SUSTIVA needs to be weighed against the unknown nsks of
significant Iiver toxicity (see ADVERSE REACTIONS: Lahoratory Abnormalities)

Because of the extensive cytoch P450-mediated bolism of efavirenz and limited chinical experience
1N patients with hepatic impairment, caution should be exercised in admimistering SUSTIVA to these patients

Convulsions: Convulsions have been observed mirequently in patients receiving efawirenz, generally in
the presence of known medical history of seizures Patients who are receving concomitant anticonvulsant
T primarily boll by the liver, such as phenyton, carbamazepine, and phenobarbital, may
require periodic monitoring of plasma levels Caution must be taken In any patient with a history of seizures

Animal toxicalogy: Nonsustained convulsions were observed in 6 of 20 monkeys receving efavirenz at doses
yielding plasma AUC values 4- to 13- fold greater than those in humans given the recommended dose

Cholestsrol: Monitoning of cholesterol and triglycerides should be considered in patients treated with
SUSTIVA (see ADVERSE REACTIONS)

Fat tion. Redistr I of body fat including central obesity, dorsocervical fat
enlargement {buffalo hump), penpheral wasting, facial wasting, breast enfargement, and “cushingoid
appearance” have been observed In patients receiving antiretroviral therapy. The mechanism and long-term con-
sequences of these events are currently unkncwn A causal refationship has not been established

Immune Reconslitution Sy tion syndrome has been reported in patients treated
with combination antuetrovua: therapy mcludlng SUSTIVA During the initial phase of combination antiretrovi-
ral treatment, patients whose immune system responds may develop an inflammatory response to indolent or
residual opportunistic inf (such as Mycob aviumn infection, cytomegalovirus, Pneumocystis
canmi pneumonia, or tuberculosis), which may further and tr
Information for Patients

A statement to patients and healthcare providers 1s included on the product's bottle labels ALERT: Find
out about medicines that should NOT be taken with SUSTIVA, A Patient Package Insert (PPI) for SUSTIVA 1s
available for patient information

Patients should be informed that SUSTIVA is not a cure for HIV-1 infection and that they may continue to
develop opportumisiic infections and other complications associated with HIV-1 disease Patients should be told
that there are currently no data demonstrating that SUSTIVA therapy can reduce the risk of transmitting HIV to
others through sexual contact or blood contamination

Patients should be advised to take SUSTIVA every day as prescribed SUSTIVA must always be used in com-
bination with other antiretroviral drugs Patients shouid be advised to take SUSTIVA on an empty stomach,
preferably at bedhme Taking SUSTIVA with food increases efavirenz ¢ ations and may the
frequency of adverse events Dosing at bedtime may improve the tolerability of nervous system symptoms (see
ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION) Patients should remain under the care of a physi-
cian while taking SUSTIVA

Patients should be informed that central nervous system symp dizziness, i impaired
concentration, drowsiness, and abnormal dreans are commonly reported dunng the first weeks of therapy with
SUSTIVA Dosing at bedtime may improve the tolerability of these symptoms, and these symptoms are likely to
improve with continued therapy Patients should be alerted to the potential for additive central nervous system
effects when SUSTIVA is used concomitantly with alcohol or psychoactive drugs Patients should be instructed
that if they expenience these symptoms they should avoid potentially hazardous tasks such as driving or oper-
ating machinery (see WARNINGS' Nervous System Symptoms) In chinical trials, patients who develop central
nervous system symptoms were not more likely to sub ly develop psychiatric symptoms {see WARN-
INGS: Psychiatric Symptoms)

Patients should also be informed that serious psychiatric symptoms including severe depression, suicide
attempts, aggressive behavior, delusions, paranoia, and psychosis-like symptoms have also been infrequently
reported i patients receiving SUSTIVA Patients should be informed that if they expenence severe psychratric

Drug

(see also CONTRAINDICATIONS and CLINICAL PHARMACOLOGY. Drug Interactions)

Efavirenz has been shown m vivo to induce CYP3A4 Other compounds that are substrates of CYP3A4 may have

d plasma cor when

with SUSTIVA (efavirenz) In witro studies have demonstrated

thal efavirenz inhibits 2C9, 2C19, and 3A4 1s0zymes in the range of observed efavirenz plasma concentrations
Coadministration of efawrenz with drugs pnmanly metabolized by these isozymes may result in altered plasma

¢ of the coadn

d drug Therefore, appropnate dose

may be y for these drugs

Drugs which induce CYP3A4 actvity (eg, phenobarbital, nfampin, nfabutin) would be expected to Increase

the clearance of efavirenz resulting in lowered plasma conc

marized in Table 5

Drug ons with SUSTIVA are sum-

Table 5% Drugs That Should Nol Be C

With SUSTIVA

Drug Class

Drugs Within Class Not To Be Coadministered With SUSTIVA

Anbihistamines
Benzodiazepines
G! Motility Agents
Anti-Migraine
Antifungal

astemizole
midazolam, triazolam
cisapride

ergot derivatives
voriconazole

Established Drug inferactions

Drug Name Eftect

Clinical C

Atazanavir | atazanavir

When coadministered with SUSTIVA in treatment-naive patients, the
recommended dose of atazanavir 1s 300 mg with ntonavir 100 mg
and SUSTIVA 600 mg (all once daily) Dosing recommendations for
SUSTIVA and atazanawir in treatment-expenienced patients have not
been established

Clanthromycin lclanthromycm

concantration

t 14-OH metabolite

Plasma concentrations decreased by SUSTIVA, ciinical significance
unknown In uninfected voiunteers, 46% deveioped rash whiie
recenving SUSTIVA and clanthromycin No dose ad of SUSTIVA

1S e ded when given with clanthromycin Alternatives to clar-

ithromycin, such as azthromycin, should be considered (see Other

Drugs, following table) Other macrolide antibiotics, such as erythro-
_mycin, have not been studied in combination with SUSTIVA

Indinavir } Indinavir

concentration

The optimal dose of indinavir, when given in combination with
SUSTIVA, 15 not known Increasing the indinavir dose to 1000 mg
every 8 hours does not compensate for the icreased indinavir metab
ohism due to SUSTIVA When indinavir at an increased dose (1000 mg
every 8 hours) was given with SUSTIVA (600 mg once darly), the indi-
navir AUC and C,., were decreased on average by 33-46% and 39-
57%, respectively, compared to when indinavir (800 mg every 8 hours),
was given alone.

Lopinawir/
ntonavir

} lopinavir
concentration

A dose increase of lopmavir/ntonavir to 533/133 mg (4 capsules
or 6 5 mL} twice daily taken with food 1s recommended when used in
with SUSTIVA

Methadone | methadone

congentration

Coadmtnistratton in HIV-infected individuals with a history of

injection drug use resulted 1n decreased plasma levels of methadone
and signs of opiate withdrawal Methadone dose was increased by a
mean of 22% to alleviate withdrawal symptoms Patients should be
momitored for signs of and their dose increased
as required 1o alleviate withdrawal symptoms

| Byt ¢

trad | $ ethiny! diol

Plasma ¢ ations d by SUSTIVA; clinical significance

concentration

unknown Because the potential interachon of efavirenz with oral con-
traceptives has not been fully characterized, a reliable method of barn-
er contraception should be used in addition to oral contraceptives

Rifabutin | nfabutin Increase daily dose of nfabutin by 50% Consider doubling the
: concentration rfabutin dose in regimens where nfabutin 1s given 2 or 3 imes a wegk
Rifampin | efavirenz Chmcal significance of reduced efavirenz concentrations unknown
congentration
Ritonavir 1 ntonavir Combination was associated with a higher frequency of adverse
concentration climical experiences (eg, dizzingss, nausea, paresthesia} and laboratory
t efavirenz abnormalities (elevated liver enzymes) Monttonng of liver enzymes 1s
T ded when SUSTIVA is used in with nitonavir
Sagqunavir | saquinawir Should not be used as sole protease Inhibitor In combination
concentration withSUSTIVA -~ e
Sertraline | sertraline Increases In sertraling dose should be guided by chnical response
concentration

Other Potentially Clinically Significant Drug or Herbal Product Interactions With SUSTIVA*

Ketoconazole

Anticoagulants Plasma ations and effects potentially increased or decreased
Warfann by SUSTIVA e

Anticonvulsants Potential for reduction in anticonvulsant and/or elavirenz plasma levels,
Phenytoin penodic momitonng of anticonvuisant plasma levels should be conducted
Phenobarbital
Carbamazepine

Antifungals Drug interaction studies with SUSTIVA and these imidazole and tniazole|
ltraconazole antitungals have not been conducted SUSTIVA has the potential to

decrease plasma concentrations of itraconazole and ketoconazole

Anti-HIV protease inhubitors

adverse experiences they should seek immediate medical evaluation to assess the possibility that the symp
may be related to the use of SUSTIVA, and if so, to determine whether discontinuation of SUSTIVA may be
required Patients should also inform their physician ot any history ot mental iliness or substance abuse (see
WARNINGS: Psychiatric Symptoms)

Patients should be informed that another common side effect 1s rash These rashes usually go away without
any change In treatment In a small number of patients, rash may be serious Patients should be advised that
they should contact their physician promptiy If they develop a rash

data are availabl

quil ntenavir comb n

Amprenavir

No phar

SUSTIVA has the potential to SBrum ¢ of ampl

Non-nucleoside reverse
| transcriptase inhibitors

No studies have been performed with other NNRTIs

St John's wort
(Hypericum perf )

Expected to substantially decrease plasma levels of efavirenz, has not

Women receiving SUSTIVA should be instructed to avoid pregnancy (see WARNINGS: Reproductive Risk

_been studied in with SUSTIVA

Polential) A reliabie form of barner contraception should always be used in combination with other methods
of contraception, including oral or other hormonal contraception, because the effects of efavirenz on hormonal
contraceptives are not fully characterized Wormen should be adwised to notify their physician if they become
pregnant while taking SUSTIVA If this drug 1s used duning the first trimester of pregnancy, or if the patient
bacomes pregnant while taking this drug, she should be appnised of the potential harm to the fetus

SUSTIVA may interact with some drugs, therefore, patients should be adwised to report to their doctor the
use of any other prescnption, nonprescription medication, or herbal products, particularly St John's wort

Patients should be informed that redistnbution or accumulation of body fat may occur in patients recewving anti-
retroviral therapy and that the cause and long-term health effects of these conditions are not known at this ime

# See Tables 1and 2
© This table 15 not all-inclusive

Other Drugs: Based on the results of drug interaction s(udnes (see Tables t and 2), no dosage ad]ustment 1S rec

ommended when SUSTIVA is given with the following

hydroxide ant: . azthromycin,

cetinzing, f

, paroxeting, and zidovudine

Spectfic drug iteraction sludles have not been performed with SUSTIVA and NRTIs other than lamivudine and

Clinically

would not be expected since the NRTIs are metabohized via a different

route than efavirenz and would be unitkely to compete for the same metabolic enzymes and elimination pathways



Carcinogenesis, M is, and Imp t of Fertility

Long-term carcinogenicity studies In mice and rats wers camed out wnh efavirenz Mice were dosed with 0, 25,
75, 150, or 300 mg/kg/day for 2 years Incidences of h and 13s and puimenary
alveolar/bronchiolar ad were above in females. No increases in tumor Incidence

above background were seen In males In studies in which rats were administered efavirenz at doses of 0, 25,
50, or 100 mg/kg/day for 2 years, no increases in tumor incidence above background were observed The sys-
temic exposure (based on AUCs) In mice was approximately 1 7-fold that i humans receving the 600-mg/day
dose The exposure In rats was lower than that in humans The mechanism of the carcinogenic potential 1s
unknown However, In genetic toxicology assays, efavirenz showed no evidence of mutagenic or clastogenic
activity in a battery of in vitro and i vive studies These included bacterial mutation assays n S typhimunium
and £ cok, mammalian mutation assays i Chinese hamster ovary cells, chromosome aberration assays in
human peripheral blood lymphocytes or Chinese hamster gvary cells, and an /n vive mouse bone marrow
micronucleus assay Given the lack of genotowic activity of efavirenz, the relevance to humans of neoplasms n
efavirenz-ireated mice 1S nat known

Efavirenz did not impair mating or fertility of male or female rats, and did not affect sperm of treated male
rats The reproductive performance of offspning born to female rats given efavirenz was not affected As a result
of the rapid clearance of efavirenz in rats, systemic drug exposures achieved in these studies were equivalent to
or befow those achieved 1n humans given therapeutic doses of efavirenz

Pregnancy
Pragnancy Category D See WARNINGS: Reproductive Risk Polential.
Nursing Mothers

The Centers for Disease Controf and Prevention recommend that HIV-infected mothers not breast-feed
their infants to avoid risking postnatal transmission of HIV, Although it is not known if efavirenz is secreted in
human milk. efavirenz Is secreted into the milk of factating rats B of the | for HIV
and the potential for senous adverse effects in nursing infants, mothers should be instructed not to breast-feed
1f they are receiving SUSTIVA (efavirenz)
Pediatric Use

ACTG 382 15 an ongoing, open-label study in 57 NRTI-experienced pediatric patients to charactenze the
safety, pharmacokinetics, and antiviral activity of SUSTIVA in combination with nelfinavir (20-30 mg/kg TID) and

Table 7. Percent of Patients with Treatment-Emergent Rash®® (continued

SUSTIVA 600 mg SUSTIVA Control

Once Daily Adults Pediatric Patients  Groups Adults
Percent of Description of {n=1008) (n=57) (n=635)
Palients with: Rash Grade® % % %

Grade 4 rash Erythema muttiforme,

Stevens-Johnson

syndrome,

toxic epidermal
necrolysts, necrosis
requINng surgery,

exfoliative dermatitis 01 35 00 ~
Treatment
discontinuation
as a resuit of rash 17 88 03

TIncludes events reported regardless of causality
b Data from Study 006 and three Phase 2/3 studies
¢ NCI Grading System

As seen In Table 7, rash s more common In pediatric patisnts and more often of higher grade (le, more
severe) (see PREGAUTIONS: General)

Expenence with SUSTIVA (efavirenz) in patients who discontinued other antiretroviral agents of the NNRT!
class 1s imited Nineteen patients who discontinugd newirapine because of rash have been treated with
SUSTIVA Nine of these patients developed mild-to-moderate rash while receving therapy with SUSTIVA, and
two of these patients discontinued because of rash

Pancreatitis has been reported, although a causal relationship with efavirenz has not been established
Asymptomat reases In serum amylase levels were observed in a significantly higher number of patients
1reated with efavirenz 600 mg than in control patients (see ADVERSE REACTIONS: Laboratory Abnormalities),

Selected clinical adverse experignces of moderate or severe intensity abserved In 22% of SUSTIVA-treated
patients in two controlled clinical tnals are presented in Table 8

NRTIs Mean age was 8 years (range 3-16) SUSTIVA has not been studied i pediatnc patients below 3 years Table 8; Selected Treatment-E Adh Events of Moderate or Severe Intensity Reportad in 22%
of age or who weigh less than 13 kg At 48 weeks, the type and frequency of adverse experiences was generally of SUSTIVA-Treated Pa .,m_‘ n Studies 006 and ACTG 364
similar to that of adult patients with the exception of a higher ncidence of rash, which was reported 1n 46%
(26/57) of pediatric patients compared to 26% of adults, and a higher frequency of Grade 3 or 4 rash reported Adverss Events LA Study 006 Study ACTG 364
n 5% (57} of pediatnc patients compared to 0 9% of adults (see ADVERSE REAGTIONS, Table 7) M, NNRT|, and Protease NRTL-axqorienced, NNRTI- and
T;\ o Z fSTJSTIvA :00 "d iy adiostd {0 bod basod o elont AUG Inhibitor-Naive Patients Protease Inhibitor-Naive Patients
e starting dose o was 600 mg once daily adjusted to body size, based on weight, targeting > 0 inavi & b
levels i the range of 190-380 pMeh The pharmacokinetics of efavirenz in pediatric patients were similar to the SUSIWA SUSIWA ’"d'fu" #S:QSIELV:I" SUSIWA Nelﬂ:avly
pharmacokinetics 1n adults who received 600-mg daily doses of SUSTIVA In 48 pediatric patients recerving the ZOVILAM Indinavie ZOV/LAM + NRTis NRTIs NRTls
equivalent of a 600-mg dose of SUSTIVA, steady-state Cma Was 14 2 + 5 8 UM (mean + SD), steady-state Cpnp (n=412) (n=415) (n=401) (n=64) (n=65) (n=66)
‘g“ 562 l;‘ 1 M. and AUC was 218 « 104 e 180 weeks® 102 weeks® 76 weekst 71 1weeks 70.0 waeks® _62.7 weeks®
eriatric Use Bady as a Whale
Clinical studies of SUSTIVA did not include sufficient numbers of subjects aged 65 years and over to determine Fatigue 8% 59, 9% 0 2% 1%
whether they respond differently from younger subjects In general, dose selection for an elderly patient shouid Pain 1% 2, 8% 13% % 17%
be cautious, reflecting the greater frequency ot decreased hepatic, renal, or cardiac function and of concomitant ° ° ° s ’ °
disease o other therapy Gentral and
Patipherat
ADVERSE REACTIONS Nervous System
The most significant adverse events observed in patients treated with SUSTIVA are nervous system symptoms, Dizziness 9% 9% 2% 2% 5% 6%
psychiatric symptoms, and rash Unless otherwise specified, the analyses described below included 1008 patients Headache 8% 5% 3% 5% 2% o,
treated with regimens containing SUSTIVA and 635 patients treated with a control regimen in controlled trials Insomma 7% 7% 29 0 ] 2%
Nervous System Symplams- Fifty-three percent of patients receiving SUSTIVA reported central nervaus sys- Concentration 5% 3% <% 0 0 0
tem symptoms (see WARNINGS. Nervous System Symptoms) Table 6 lists the frequency of the symptoms of impaired
different degrees of severty and qives the discontinuation rates in clinical trials for one or more of the follow- Abnermal dreams 3% 1% 0 — — —
tng nervous system symptoms dizziness, nsomnia, impaired concentration, somnolence, abrormal dreaming, Somnolence 2% 2% <1% 0 0 0
euphorea, confusion, agitation, amnesia, hallucinations, stupor, abnormal thinking, and depersonatization The Anarexia 1% <1% <1% 0 2% 2%
frequencies of specific central and peripheral nervous system symptoms are provided in Table 8 Gastrointestinal
Table 6: Percent of Patients with One or Mare Selected Nervous Syslem Symptoms®. ‘ c:rﬁ?\g 169,7" g:f‘ 3:://" % Th Zh
3 % — — -
SUSTIVA B0 mg Diarthea % 5% &% 14% % %
Once Daily (n=1008) Control Groups (n=635) Dyspepsua % % 6% 0 0 29
Percent of Patignts with: %o % Abd i pain 29, 2% 5% 3% 3% 3%
Symptoms of any seventy 527 246 P?‘“"{;’“ " o .
M tomse 156 nxie o % <1% — — —
Mid sympfoms 4 333 Depression 5% 4% <1% 3% 0 5%
Moderate symptoms 174 77 Ner % 2% 0 2% 0 2
Severe symptoms® 20 13 Skin & A *
Treatment discontinuation 21t 11 Rash 1% 16% 5% 9% 5% 9%
as a result of symptoms _Pruntus <% 1% 1% 9% 5% 9%
2 Includes events reported regardiess of causality % Includes adver ts at least possibly related b d f unk I hip f
> Data from Study 006 and tee Phase 25 sudies s e s 1 s 0 Sy gt rkrown sl o Sy
¢ “Mild” = Symptoms which do not interfere with patient's daily activities © SUSTIVA provided as 600 mg once daily
4 “"Moderate” = Symptoms which may interfere with daily activities ¢ Median duration of treatment
¢ “Severe” = Events which interrupt patient's usual daily activities, = Not Specified
Psychlatric Symptams: Senous psychiatnic adverse experiences have been reported in patients treated with ZDV = adovudine, LAM = lamivuding

SUSTIVA. In controlled trials, the frequency of specific serious psychiatric symptoms among patients who
received SUSTIVA or control regimens, respectively, were severe depression (2 4%, 0 9%), suicidal 1deation
(0 7%, 0 3%), nonfatal sueide {0.5%, 0), agg beh {0.4%, 0 5%}, paranaid reactions (0 4%,
03%), and manic reactions (0 2%, 03%) (see WARNINGS: Psy ic Symptoms). Add psychiatnc
symptoms observed at a frequency of >2% among patients treated with SUSTIVA or control regimens, respec-
tively, in controlled clinical trials were depression (19%, 16%), anxiety (13%, 9%), and nervousness (7%, 2%)
Skin Rash: Rashes are usually mild-to-moderate maculopapular skin eruptions that occur within the first 2
weeks of iniiating therapy with SUSTIVA In most patients, rash resolves with continuing SUSTIVA therapy within
one month SUSTIVA can be reinitiated in patients interrupting therapy because of rash Use of appropnate antihis-
tamines and/or corticosteroids may be considered when SUSTIVA 1$ restarted SUSTIVA should be discontinued
in patients developing severe rash associated with \ t, or fever The
frequency of rash by NC) grade and the discontinuation rates as a result of rash are provided in Table 7

Clinical adverse experiences observed in 210% of 57 pediatnc patients aged 3 to 16 years who received
SUSTIVA (efavirenz) capsules, nelfinavir, and one or more NRTIs were rash (46%), diarrhea/loose stools (39%),
fever (21%), cough (16%), dizzinessMightheaded/fainting {16%), ache/pain/discomfort (14%), nausea/vomiting
(12%}, and headache (11%). The incidence of nervous system symptoms was 18% (10/57) One patient
experienced Grade 3 rash, two patients had Grade 4 rash, and five patients (9%) discontinued because of rash
(see also PRECAUTIONS: Skin Rash and Pediatric Use)

Postmarketing Experience

Body as a Whole allergic reactions, asthenia, redistnibution/accumutation of body fat (see PRECAUTIONS:
Fat Redistribution)

Central and Penpheral Nervous System abnormal coordination, ataxia, convulsions, hypoesthesta,

pi h neuropathy, tremor

Table 7: Percent of Palients wilh Treat, Emergent Ragh?.t
SUSTIVA 600 mg SUSTIVA Control
Once Daily Adults Pediatric Patienis  Groups Adulls
Percent of Description of {n=1008) (n=57) {n=635)
Patignts with Rash Grade*® % % %
| Rashofany grade - %3 48 15
| Grade 1rash _Erythema, pruritus 107 88 .98
Grade 2 rash Diftuse
maculopapular rash,
dry desquamation 147 316 74
Grade 3 rash Vesiculation, moist
desquamation,
ulceration 08 1.8 03

Endocring. gynecomasba

Gastr labsorption

Card! far flushing, palp

Liver and Biliary System. hepatic enzyme increase, hepatic faiure, hepatitis

Metabolic and Nutritonal hypercholesteroleria, hypertnglycendemia

Musculoskeletal arthralgia, myalgia, myopathy

Psychiatric aggressive reactions, agitation, defusions, emotional lability, mania, neurosis, paranoia,
psychosis, suicide

Respiratory dyspnea

Skin and Appendages erythema multiforme, nail disorders, photoaliergic dermatitis, skin discoloration,
Stevens-Johnson syndrome

Special Senses abnormal wision, tinnitus




Laboratory Abnormalilies

Selected Grade 3-4 laboratory abnormalities reported in 22% of SUSTIVA (efavirenz)-treated patients in two
chinical trials are presented in Table 9

Table 9: Selected Grade 3-4 Laboratory Abnormalites Reported in =2% of SUSTIVA-Trealed Patients in

Studies 006 and ACTG 364
Study 008 Study ACTG 364
LAM-, NNRTI-, and NRTI-experienced, NNRTI- and
Prolaase Inhibilor-Naive Patients Profease Inhibitor-Naive Patients
SUSTIVA* SUSTIVAY ndinavir SUSTIVA: VA*  Nelfinavir
+IDVAAM  + Indinavir  + ZDVAAM + Nelflnavir + NRTIs + NRTIs +NRTls
(n=412)  (a=815) (=401} {n=64) (n=65) {n=66)
Variable Limit 180 weeks® 102 weaks® 76 woeks! 71.1 weeks®  70.9wegks® 62.7 weeks!
Chemistry
ALT >5xULN 5% 8% 5% 2% 8% e
AST >5 X ULN 5% &% 5% 6% A &
GGT" >5x ULN % T 3% 5% 0 5%
Amylase >2x ULN 4% 4% 1% 0 6% 2%
Gliicose 5250 myzdt 3% 3% ki 5% 2% 3%
Triglycendes? 2751 mg/dL 9% 6% 6% 1% 8% 1%
Hematology
Neutrophils  <750/mm' 10% 3% 5% 2% 3% 2%

& SUSTIVA provided as 600 mg once dally

® Median duration of treatment

© Isolated elevations of GGT in patients recewing SUSTIVA may reflect enzyme induction not associated with hver toxicty
4 Nonfasting

20V = zdovudine

LAM = lamvuding

ULN = Upper imt of normal

ALT = alaning aminotransferase

AST = aspartate aminotransferase

GGT = gamma-glutamyltransterase

Liver function tests should be monitored n patients with a history of hepatitis B and/or C In the long-term
data set from Study 006, 137 patients treated with SUSTIVA. gr {median d of therapy,
68 weeks) and 84 treated with a control regimen {median duration, 56 weeks) were seropositive at screening
for hepatitis B (surface antigen posttive} and/or C (hepatitis C antibody positive) Among these co-infected
patients, elevations in AST to greater than five times ULN developed n 13% of patients in the SUSTIVA arms
and 7% of those In the control arm, and elevations in ALT to greater than five times ULN developed in 20% of
patients in the SUSTIVA arms and 7% of patients in the control arm Among co-infected patients, 3% of those
treated with SUSTIVA-containing regimens and 2% in the control arm discontinued from the study because of
liver or biliary system disorders (see PRECAUTIONS: General).

Liprds Increases from baseline in total cholesterol of 10-20% have been observed in some uninfected
volunteers receiving SUSTIVA In patients treated with SUSTIVA + zid ases from
baseiine in nonfasting total chol and HOL of appr y 20% and 25%, respectwety were observed
In patients treated with SUSTIVA + indinavir, increases from basellne n nonfasting cholesterol and HDL of

-approximately 40% and 35%, respectively, were observed Nonfasting total cholesterol levels =240 mg/dL and
2300 mg/dL were reported in 34% and 9%, respectively, of patients treated with SUSTIVA + aidovudine +
lamivuding, 54% and 20%, respectively, of patients treated with SUSTIVA + indinavir, and 28% and 4%, respec-
tively, of patients treated with iIndinavir + 2idovudine + lamivudine The effects of SUSTIVA on tnglycendes and
LDL were not well characterized since samples were taken from nonfasting patients The chinical significance of
these findings 1s unknown (see PRECAUTIONS: General)

Cannabinord Test Inferaction Efawrenz does not bind to cannabinoid receptors False-positive urine
cannabinoid test results have been observed in non-HiV-infected volunteers recetving SUSTIVA when the
Microgenics CEDIA® DAU Mutti-Level THC assay was used for screening Negative results were obtained when
more specific confirmatory testing was performed with gas chromatography/mass spectrometry.

Of the three assays analyzed (Microgenics CEDIA DAU Multi-Level THC assay, Cannabmoid Enzyme
Immunoassay [Diagnostic Reagents, Inc.], and AXSYM?® Cannabinoid Assay), only 1he Microgenics CEDIA DAU
Multi-Level THC assay showed faise-positive resuits. The other two assays provided true-negative resuits The
effects of SUSTIVA on cannabinoid screening tests other than these three are unknown. The manufacturers of
cannabinoid assays should be contacted for additional information regarding the use of thew assays with
patients receiving efavirenz

OVERDOSAGE
Some patients accidentally taking 600 mg twice daily have reported increased nervous system symptoms One
patient expenenced invoiuntary muscle contractions

Treatment of overdose with SUSTIVA should cansist of general supportive measures, mcluding monitoring
of wital signs and observation of the patient’s chinical status A ration of activated ch, | may be used
to aid removal of unabsorbed drug There 15 no specific antidote for overdose with SUSTIVA Since efavirenz 1s
highly protein bound, dialysis 1s unikely to significantly remove the drug from blood

DOSAGE AND ADMINISTRATION

Adults

The recommended dosage of SUSTIVA is 600 mg orally, once daily, in combination with a protease inhibitor
and/or nucleoside analogue reverse transcriptase ihibitors (NRTIs) 1t is recommended that SUSTIVA be taken
on an empty stomach, preferably at bedtime The increased efavirenz concentrations observed following
administration of SUSTIVA with food may lead to an increase in frequency of adverse events (see CLINICAL
PHARMACOLOGY: Effect of Food on Oral Absorption) Dosing at bedtime may improve the tolerability of nervous
systemt symptoms (see WARNINGS: Nervous System Symptoms, PRECAUTIONS: Information for Patients, and
ADVERSE REACTIONS).

Concomitant Antiretroviral Therapy: SUSTIVA must be given in combination with other antiretroviral
medications (see CLINICAL PHARMACOLOGY: Drug Interactions and PRECAUTIONS: Drug Interactions and
INDICATIONS AND USAGE)

Pediatric Patients

It1s recommended that SUSTIVA be taken on an empty stomach, preferably at bedtime Table 10 describes the rec-
ommended dose of SUSTIVA for pediatnc patients 3 years of age or older and weighing between 10 and 40 kg The
recommended dosage of SUSTIVA for pediatric patients weighing greater than 40 kg i1s 600 mg, once daily

Table 10: Pediatric Dose To Be A d Once Daily

Body Weight SUSTIVA
|l kg Ibs Dose {mg)

10to <15 2210 <33 200

1510 <20 3310 <44 250

20 to <25 44 10 <55 300

2510 <325 5510715 350

325 to <40 715to <B8 400

240 =88 600

HOW SUPPLIED

Capsules:

SUSTIVA® {efavirenz) capsules are available as follows

Capsules 200 mg are gold color, reverse printed with “SUSTIVA” on the body and impninted “200 mg” on the cap
Bottles of 90 NDC 0056-0474-92

Capsules 100 mg are white, reverse printed with “SUSTIVA” on the body and imprinted “100 mg” on the cap
Botties of 30 NDC 0056-0473-30

Capsules 50 myg are gold color and white, pninted with “SUSTIVA” on the gold cotor cap and reverse pnnted

“50 mg” on the white body

Bottles of 30 NDC 0056-0470-30

Tablets:
SUSTIVA™ (efavirenz) tablets are available as foliows

Tablets 600 mg are yellow, capsufar-shaped, fitm-coated tablets, with “SUSTIVA" printed on both sides
NDC 0056-0510-30

Bottles of 30

SUSTIVA ¢
ouUSH

VA

(59"-86°F) [s

Distributed by

VAV Bristol-Myers Squibb Company
Princeton, NJ 08543 U.S.A.

SUSTIVA® 15 a registered trademark of Bnistol-Myers Squibb Pharma Company
Other brands listed are the trademarks of their respective owners and are not trademarks of Bnsiol-Myers
Squibb Company

51-022486-06 1187089
© Bnstol-Myers Squibb Company 2005 Revised February 2005
PATIENT INFORMATION Bony

SUSTIVA® (sus-TEE-vah)

[efavirenz (eh-FAH-vih-rehnz)]

capsules and tablets

ALERT: Find out about medicines that should NOT be taken with SUSTIVA.
Piease also read the section “MEDICINES YOU SHOULD NOT TAKE WITH SUSTIVA.”

Read this information before you start taking SUSTIVA Read it again each time you refill your prescription,

In case there is any new information This leaflet prowides a summary about SUSTIVA and does not nclude
everything there 1s to know about your medicine This information 1s not meant to take the place of talking with
your doctor
What Is SUSTIVA?
SUSTIVA s a med used In with other to help treat infection with Humax
Immunodeficiency Virus type 1 (HIV-1), the virus that causes AIDS (acquired immune deficiency syndrome)
SUSTIVA is a type of anti-HIV drug called a “non-nucleoside reverse transcriptase ihibitor” (NNRT!) NNRTIs
are not used In the treatment of Human Immunodeficiency Virus type 2 (HIV-2) infection,

SUSTIVA works by lowening the amount of HIV-1 tn the blood (wiral foad) SUSTIVA must be taken with other
anti-HIV medicines When taken with other anti-HIV medicines, SUSTIVA has been shown to reduce viral load
and increase the number of CD4+ cells, a type of immune cell in blood SUSTIVA may not have these effects in
every patient

SUSTIVA does not cure HIV or AIDS People taking SUSTIVA may still develop other infections and compli-
cations Therefore, it 15 very important that you stay under the care of your doctor

SUSTIVA has not been shown to reduce the risk of passing HIV to others Therefore, continue to practice

safe sex, and do not use or share dirty needies
What are the possible side effects of SUSTIVA?
Serious psychiatric problems. A smatl number of patients expenence severe depression, strange thoughts, or
angry behavior while taking SUSTIVA Some patients have thoughts of suicide and a few have actually commit-
ted suicide These problems tend to occur more often in patients who have had mental llness Contact your doc-
tor nght away if you think you are having these psychiatnic symptoms, so your doctor can decide if you should
continue to take SUSTIVA

Comman side effects. Many patients have dizziness, trouble sleeping, dr trouble
and/or unusual dreams during treatment with SUSTIVA These side effects may be reduced If you take SUSTIVA
at bedtime on an empty stomach They also tend to go away after you have taken the medicine for a few weeks
If you have these common side effects, such as diziness, it does not mean that you will also have serious
psychiatric problems, such as severe depression, strange thoughts, or angry behavior Tell your doctor right away
If any of these side effects continue or if they bother you It1s possibie that these symptoms may be more severe
if SUSTIVA 1s used with alcohol or mood altenng (street) drugs

If you are dizzy, have trouble concentrating, or are drowsy, avoid activities that may be dangerous, such as
dniving or operating machinery

Rash 15 common Rashes ustally go away without any change in treatment In a small number of patients,
rash may be serious i you develop a rash, call your doctor night away Rash may be a serious problem in some
children. Tell your child's doctor nght away 1f you notice rash or any other side effects while your child 1
taking SUSTIVA

Other common side effects include tiredness, upset stomach, vomiting, and diarrhea

Changes in body fat. Changes n body fat develop n some patients taking anti-HIV medicine These changes
may Include an increased amount of fat in the upper back and neck {“buffalo hump*}, in the breasts, and around
the trunk Loss of fat from the legs, arms, and face may also happen The cause and long-term health effects of
these fat changes are not knawn

Tel your doctor or healthcare provider if you notice any side effects while taking SUSTIVA

Contact your doctor before stopping SUSTIVA because of side effects or for any other reason

This 1s not a complete hist of side effects possible with SUSTIVA. Ask your doctor or pharmacist for a more
complete hist of side effects of SUSTIVA and all the medicines you will take
How should | take SUSTIVA?

General Information

*  You should take SUSTIVA on an empty stamach, preferably at hedtime

*  Swallow SUSTIVA with water

« Taking SUSTIVA with food increases the amount of medicing In your body, which may increase the frequency
of side effects

« Taking SUSTIVA at bedtime may make some side effects less bothersome
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*  SUSTIVA (efavirenz) must be taken in combination with other anti-HIV medicines If you take only SUSTIVA,
the medicine may stop working

* Do not miss a dose of SUSTIVA If you forget to take SUSTIVA, take the missed dose nght away, unless it
15 almost tme for your next dose Do not double the next dose Carry on with your regular dosing schedule
If you need help in planning the best times 1o take your medicine, ask your doctor or pharmacist

*  Take the exact amount of SUSTIVA your doctor prescribes Never change the dose on your own Do not stop
this medicine unless your doctor tells you to stop

« It you believe you took more than the prescribed amount of SUSTIVA, contact your local Poison Control
Center or emergency room nght away

* Teli your doctor if you start any new medicine or change how you take old ones Your doses may need
adjustment

» When your SUSTIVA supply starts to run low, get more from your doctor or pharmacy This I1s very impor-
tant because the amount of wirus In your blood may increase If the medicine 1s stopped for even a short time
The wvirus may develop resistance to SUSTIVA and become harder to treat

= Your doctor may want to do blood tests to check for certain side effects while you take SUSTIVA

Capsules

*  The dose of SUSTIVA capsules for adults :s 600 mg (three 200-mg capsules, taken together) once a day by
mouth The dose of SUSTIVA for children may be lower (see Can children take SUSTIVA?)

Tablets

+ The dose of SUSTIVA tablets for adults 1s 500 mg (one tablet) once a day by mouth

Can children take SUSTIVA?

Yes. children who are able to swallow capsules can take SUSTIVA Rash may be a serious problem in some chil-
dren Tell your child’s doctor nght away if you notice rash or any other side effects while your child 1s taking
SUSTIVA The dose of SUSTIVA for chiidren may be lower than the dose for adults Capsules contaiming lower
doses of SUSTIVA are available Your child's doctor will determine the night dose based on your chid’s weight

Who should not take SUSTIVA?

Do not take SUSTIVA if you are allergic to the active ingredient, efavirenz, or to any of the inactive ingredients
Your doctor and pharmactst have a iist of the inactive ingrediants,

What should | avoid while taking SUSTIVA (efavirenz)?

*  Women taking SUSTIVA should not become pregnant. Senous birth defects have been seen in the offspring
of animals and women treated with SUSTIVA duning pregnancy It is not known whether SUSTIVA caused
these defects Tell your doclor right away if you are pregnant. Also talk with your doctor If you want to
become pregnant

*  Women should not rely only on hormone-based birth control, such as pills, injections, or implants, because
SUSTIVA may make these contraceptives ineffective Women must use a reliabie form of barrier contracep-
tion, such as a condom or diaphragm, even if they also use other methods of birth control

+ Do not breast-feed if you are taking SUSTIVA. The Centers for Disease Control and Prevention recommend
that mothers wath HIV not breast-feed because they can pass the HIV through their milk to the baby Also,
SUSTIVA may pass through breast milk and cause senous harm to the baby Talk with your doctor if you are
breast-feeding You may need to stop breast-feeding or use a different medicine.

» Taking SUSTIVA with alcoho! or other medicines causing similar side effects as SUSTIVA, such as drowsi-
ness, may increase those side effects.

* Do not take any other medicines without checking with your docter These medicines include prescnption
and nongrescription medicines and herbal products, especially St John's wort

Before using SUSTIVA, tell your doctor if you

« have problems with your liver or have hepatitis. Your doctor may want o do tests to check your liver while
you take SUSTIVA

* have ever had mental illngss or are using drugs or alcohol.

* have everhad or are taking medicine for [for example, Dilantin® (phenyton), Tegretol® (car-
bamazepine), or phenobarbital] Your doctor may want to check drug levels in your biood from time to time

What important taformation should | know about taking other medicines with SUSTIVA?

SUSTIVA may change the effect of other medicines, including ones for HIV, and cause setious side effects

Your doctor may change your other medicines or change their doses Other medicines, including herbal prod-

ucts, may affect SUSTIVA For this reason, it is very important to:

* let all your doctors and pharmacists know that you take SUSTIVA

» tell your doctors and pharmacists about all medicines you take This includes those you buy over-the-counter
and herbai or natural remedies

Bring all your prescriphion and nonprescription medicines as well as any herbal remedies that you are taking
when you see a doctor, or make a st of their names, how much you take, and how often you take them This will
give your doctor a complete picture of the medicines you use Then he or she can decide the best approach for
your situation

Taking SUSTIVA (efavirenz) with St. John's wort (Hypericum perforatumy, an herbal product sold as a dietary
supplement, or products contaning St John's wort 1s not recommended Talk with your doctor if you are
taking of are planning to take 5t John's worl Taking St John's wort may decrease SUSTIVA ieveis and lead
10 increased viral load and possible resstance to SUSTIVA or cross-resistance to other anti-HIV drugs
MEDICINES YOU SHOULD NOT TAKE WITH SUSTIVA (efavirenz)

The following medicines may cause serious and life-threatening side effects when taken with SUSTIVA You
should not take any of these medicines while taking SUSTIVA

+ Hismanai® (astemizole)

*  Propulsid® (cisapride)

¢ Versed® (midazolam)

*  Halcion” {triazolam)

 Ergot medications (for example, Wigratne® and Cafergot®}

The following medicine should not be taken with SUSTIVA since it may lose its effect or may increase the chance
of having side effects from SUSTIVA

» Vfend® (vonconazole)

The following medicines may need to be replaced with another medicine when taken with SUSTIVA (efavirenz)
» Fortovase®, Invirase® {saquinavir}
*  Biaxin® (clanthromycin)

The following medicines may need to have their dose changed when taken with SUSTIVA.
+  Cnxivan® (indimavir)
»  Kaletra® (lopinavir/ntonavir)
*  Methadone
*  Mycobutin® (rfabutin)
*  REYATAZ® (atazanavir sulfate) If you are taking SUSTIVA and REYATAZ, you should also be taking Norvir®
{ntonavir)
«  Zoloft® {sertraling)
These are not all the medicines that may cause problems if you take SUSTIVA. Be sure lo tell your doc-
tor about all medicines that you take.
General advice about SUSTIVA:
Medicines are sometimes prescribed for conditions that are not d in patient leaflets.
Do not use SUSTIVA for a condition for which it was not prescribed. Do not give SUSTIVA to other people,
oven i they have the same symptoms you have. It may harm them
Keep SUSTIVA at room temperature (77°F) in the bottle given to you by your pharmacist The temperature
can range from 59° to 86°F
Keep SUSTIVA out of the reach of children
This leaflet summarizes the most important information about SUSTIVA If you would like more informatior,
talk with your doctor You can ask your pharmacist or doctor for the full prescribing information about
SUSTIVA, or you can visit the SUSTIVA websute at http /www sustiva com or call 1-800-321-1335

SUSTIVA® (s a registered trademark of Bristol-Myers Squibb Pharma Company

REYATAZ® is a registered trademark of Bristol-Myers Squibb Company

Other brands listed are the trademarks of their respective owners and are not trademarks of Bristol-Myers
Squibb Company

Distributed by
%Z% Bristol-Myers Squibb Company
Princeton, N] 08543 U.S.A.
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